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herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
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1 . This communication is responsive to 01/28/2009 . 
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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1 .312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

Authorization for this Examiner's amendment was given in a telephone interview 
with Natalie A. Lissy on 04/22/2009. Claims 1 , 2, 4, 8-1 1 , 23, 27, 28, 31 , 34, 35, 37, 38, 
40-45, 47-54, 56 and 57 are allowed. 

> Replace the abstract with the one attached hereto on a separate sheet of paper. 

> A clean copy of the claims is provided below. 

1 . A method of evaluating a compound, the method comprising 

contacting a Silent Information Regulator (SIR) polypeptide having deacetylase 
activity with the compound in vitro, in the presence of a cytochrome c polypeptide, 
wherein the amino acid sequence of the SIR polypeptide comprises an amino acid 
sequence that is at least 95% identical to the amino acid sequence of SEQ ID NO: 1 , 
and 

evaluating if the compound modulates interaction between the SIR polypeptide 
and the cytochrome c polypeptide. 

2. The method of claim 1 , wherein the cytochrome c polypeptide is acetylated at 
at least one lysine. 



Application/Control Number: 10/538,823 
Art Unit: 1656 



Page 3 



3. (Canceled) 

4. The method of claim 1 , wherein the cytochrome c polypeptide is human 
cytochrome c polypeptide. 

5-7. (Canceled) 

8. The method of claim 1 , wherein the SIR polypeptide comprises the amino acid 
sequence of SEQ ID NO: 1. 

9. A method comprising: 

contacting a cultured cell which expresses a SIR polypeptide having deacetylase 
activity and a cytochrome c polypeptide with a test compound, wherein the amino acid 
sequence of the SIR polypeptide comprises an amino acid sequence that is at least 
95% identical to the amino acid sequence of SEQ ID NO: 1 , and 

determining if the test compound modulates acetylation of the cytochrome c 
polypeptide. 

1 0. The method of claim 9 further comprising evaluating apoptosis or an 
indication of apoptosis in the cell. 

1 1 . A method of evaluating a test compound, the method comprising: 
contacting a SIR polypeptide having deacetylase activity with the test compound, 

in the presence of a cytochrome c polypeptide, in vitro, wherein the amino acid 
sequence of the SIR polypeptide comprises an amino acid sequence that is at least 
95% identical to the amino acid sequence of SEQ ID NO: 1 , 

evaluating if the test compound modulates interaction between the SIR 
polypeptide and the cytochrome c polypeptide; 

contacting a cultured cell which expresses the SIR polypeptide and a cytochrome 
c polypeptide with the test compound, and 
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determining if the test compound modulates acetylation of the cytochrome c 
polypeptide in the cell. 

12-22. (Canceled) 

23. The method of claim 1 1 , wherein the SIR polypeptide comprises the amino 
acid sequence of SEQ ID NO: 1 . 

24-26. (Canceled) 

27. The method of claim 1 , wherein NAD or an NAD analog is present during the 
contacting step. 

28. The method of claim 9, wherein NAD or an NAD analog is present during the 
contacting step. 

29 - 30. (Canceled) 

31 . The method of claim 1 1 , wherein NAD or an NAD analog is present during 
the contacting step. 

32 - 33. (Canceled) 

34. The method of claim 9, wherein the SIR polypeptide comprises the amino 
acid sequence of SEQ ID NO: 1 . 

35. The method of claim 9, wherein the cytochrome c polypeptide is acetylated at 
at least one lysine. 
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36. (Canceled) 

37. The method of claim 9, wherein the cytochrome c polypeptide is human 
cytochrome c polypeptide. 

38. The method of claim 1 1 , wherein the cytochrome c polypeptide is acetylated 
at at least one lysine. 

39. (Canceled) 

40. The method of claim 1 1 , wherein the cytochrome c polypeptide is human 
cytochrome c polypeptide. 

41 . The method of claim 1 , wherein the cytochrome c polypeptide is acetylated. 

42. The method of claim 9, wherein the cytochrome c polypeptide is acetylated. 

43. The method of claim 1 1 , wherein the cytochrome c polypeptide is acetylated. 

44. A method of evaluating a compound, the method comprising 

contacting a cultured cell which expresses a SIR polypeptide having deacetylase 
activity with the compound, in the presence of a cytochrome c polypeptide, wherein the 
amino acid sequence of the SIR polypeptide comprises an amino acid sequence that is 
at least 95% identical to the amino acid sequence of SEQ ID NO: 1 , and 

evaluating if the compound modulates interaction between the SIR polypeptide 
and the cytochrome c polypeptide. 

45. The method of claim 44, wherein the cytochrome c polypeptide is acetylated 
at at least one lysine. 
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46. (Canceled) 

47. The method of claim 44, wherein the cytochrome c polypeptide is human 
cytochrome c polypeptide. 

48. The method of claim 44, wherein the SIR polypeptide comprises the amino 
acid sequence of SEQ ID NO: 1 . 

49. The method of claim 44, wherein NAD or an NAD analog is present during 
the contacting step. 

50. The method of claim 44, wherein the cytochrome c polypeptide is acetylated. 

51 . A method comprising: 

contacting a SIR polypeptide having deacetylase activity and a cytochrome c 
polypeptide with a test compound in vitro, wherein the amino acid sequence of the SIR 
polypeptide comprises an amino acid sequence that is at least 95% identical to the 
amino acid sequence of SEQ ID NO: 1 , and 

determining if the test compound modulates acetylation of the cytochrome c 
polypeptide. 

52. The method of claim 51 , wherein NAD or an NAD analog is present during 
the contacting step. 

53. The method of claim 51 , wherein the SIR polypeptide comprises the amino 
acid sequence SEQ ID NO: 1 . 

54. The method of claim 51 , wherein the cytochrome c polypeptide is acetylated 
at at least one lysine. 
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55. (Canceled) 

56. The method of claim 51 , wherein the cytochrome c polypeptide is human 
cytochrome c polypeptide. 

57. The method of claim 51 , wherein the cytochrome c polypeptide is acetylated. 

REASONS FOR ALLOWANCE 

The following is an Examiner's statement of reasons for allowance. While Verdin 
et al. (US Patent Application No. 10/444,633 filed on 05/23/2002, Publication No. US 
2004/0091953) teach a method comprising determining the histone deacetylase activity 
of human Silent Information Regulator (SIR) 3 polypeptide, the Examiner has found no 
teaching or suggestion in the prior art directed to a method of evaluating a compound, 
the method comprising contacting a SIR1 polypeptide having deacetylase activity with 
the compound in vitro, or in a cultured cell, in the presence of a cytochrome c 
polypeptide, wherein the amino acid sequence of the SIR1 polypeptide comprises an 
amino acid sequence that is at least 95% identical to the amino acid sequence of SEQ 
ID NO: 1, and evaluating if the compound modulates interaction between the SIR 
polypeptide and the cytochrome c polypeptide. It is noted that the prior art does not 
teach or suggest that the human SIR1 polypeptide as set forth in SEQ ID NO: 1 
interacts with or deacetylates the cytochrome c polypeptide. Therefore, the claimed 
invention is novel and unobvious over the prior art of record. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
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Information regarding the status of an application may be obtained from the 

Application Information Retrieval (PAIR) system. Status information for published 

applications may be obtained from either Private PAIR or Public PAIR. Status 

information for unpublished applications is available through Private PAIR only. For 

more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 

have questions on access to the Private PAIR system, contact the Electronic Business 

Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 

Customer Service Representative or access to the automated information system, call 

800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/JAE W LEE/ 
Examiner, Art Unit 1656 

/Rebecca E. Prouty/ 
Primary Examiner, 
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Abstract 

Modulation of cytochrome c acetylation, e.g., with a SIR polypeptide, enables 
interventions that modulate lifespan regulation and cell proliferation, e.g., by modulating 
apoptosis and/or mitochondrial function such as respiration. 



